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DETAILED ACTION 

Claims 1-84 are pending in this application, Claims 15-84 were withdrawn as 
being directed toward non-elected inventions. 

Claims 1-14 were examined on their merits. 

The rejection of Claims 1-14 under 35 USC § 112, first paragraph has been 
withdrawn as the Applicant's arguments regarding the detection of enzymes were found 
to be persuasive. 

The rejection of Claims 1-14 under 35 USC § 1 12, second paragraph has been 
withdrawn as the Applicant's arguments regarding the measurement of quantifiable 
amount of enzyme and cofactor were found to be persuasive. 

The rejection of Claims 1, 4 and 5 under 35 USC § 102 (b) has been withdrawn 
due to the Applicant's amendment. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 
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Claim Rejections - 35 USC § 102 

Claims 1-5, 8-10 and 14 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Grant etai (2002). 

Grant et ai teaches a method to detect the presence of dipeptidyl 
aminopeptidase (DAP) and leucine aminopeptidase (LAP) by contacting a sample 
containing LAP and DAP sequentially with a reaction mixture and wherein DAP and 
LAP are contacted with the reaction mixture simultaneously, wherein a reaction 
mediated by DAP yields a fluorescent product, a reaction mediated by LAP yields a 
fluorescent product and a reaction mediated by both enzymes yields a fluorescent 
product thereby detecting the presence of both enzymes and substrate (Pg. 535, Fig. 
4). 

It is inherent in the method taught by Grant et ai that the fluorescent product 
derived from the reaction of LAP and DAP is also necessarily a luminescent product 
The Oxford English Dictionary defines luminescence as, "1. Luminescent condition or 
quality, 2. Light, or a glow, emitted by a luminescent (cool) object or surface". As 
luminescence is undefined in the instant disclosure, the Examiner has applied the 
broadest, reasonable interpretation of the term and deems that a fluorescent product is 
in fact, a species of luminiescent product. 
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Claim Rejections - 35 USC § 103 

Claims 1-14 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Grant et al. (2002) in view of Bronstein etal. (US 6,586,196 B1). 

The teachings of Grant et al. were discussed above. 

Grant et al. does not teach wherein the first molecule is a co-factor for the first 
enzyme mediated reaction, wherein the second molecule is a co-factor for the second 
enzyme-mediated reaction. 

Grant et al. does not teach wherein the sample is a cell lysate, or wherein the 
sample is contacted with the reaction mixture for the first reaction before the reaction 
mixture for the second reaction or wherein the sample is contacted with the reaction 
mixture for the second reaction before the reaction mixture for the first reaction. 

Bronstein et al. teaches a method to detect the amount of activity of first enzyme 
for a first enzyme-mediated reaction and a second enzyme for a second enzyme- 
mediated reaction, comprising: 
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a) contacting a rodent cell lysate with a reaction mixture for the first reaction and 
for the second reaction, wherein a reaction mixture mediated by the first alkaline 
phosphatase yields a luminogenic product, and wherein a reaction mediated by the 
second luciferase yields both a luminogenic product; and b) detecting the activity of the 
first and the second enzymes in the sample (Column 20, Lines 20-38, Fig. 1 and 
Column 23, Claim 1). 

Bronstein et ai teaches wherein the activity of the first and second enzymes is 
detected sequentially by contacting the lysate sample with the reaction mixture for the 
first reaction before the reaction mixture for the second reaction (Column 20, Lines 20- 
38). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to combine the method to detect the presence of dipeptidyl aminopeptidase 
(DAP) and leucine aminopeptidase (LAP) through fluorescent substrates as taught by 
Grant et ai with the method to detect Alkaline phosphatase and luciferase in a cell 
lysate through bio- and chemi-luminescent substrates as taught by Bronstein et ai 
because it would have been recognized that the methods are equivalents. One of 
ordinary skill in the art would have been motivated to combine these two methods 
because it would enable the simultaneous detection of two types of enzymes and 
substrates without high background interference caused by endogenous fluorescent 
components found in many test samples. 
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There would have been a reasonable expectation of success because both 
methods are drawn to similar assays of detecting multiple enzymes in a single reaction 
mixture, via an enzyme/substrate light generating reaction. 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole is prima facie obvious to one with 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence or evidence to the contrary. 

No Claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Paul C. Martin whose telephone number is 571-272- 
3348. The examiner can normally be reached on M-F 8am-5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Terry McKelvey can be reached on 571-272-0775. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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